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Are alterations in axonal transport caused by changes in the normal function of proteins mutated or altered in HD and AD? . Axonal transport is essential for the movement of vital proteins, vesicles, organelles, signaling molecules, and other materials to the axon, and between cell body and synapse. Substantial evidence establishes the likely role of axonal transport defects in neurodegenerative diseases such as Huntington's Disease (HD), Alzheimer's Disease (AD), and perhaps other neurodegenerative diseases (Caviston and Holzbaur, 2009; Chevalier-Larsen and Holzbaur, 2006; De Vos et al., 2008; Duncan and Goldstein, 2006; Goldstein, 2003; Gunawardena and Goldstein, 2005; Morfini et al., 2002 Morfini et al., , 2005 Morfini et al., , 2009a Muresan and Muresan, 2009; Stokin and Goldstein, 2006) . Initial evidence for this supposition came from neuropathology observations of disruptions in microtubule arrangement and dystrophic neurites, which exhibit morphological features indicative of transport defects (e.g., (Terry, 1998) ). These changes were initially interpreted as being secondary to mutations or other environmental insults leading to toxic aggregated or oligomerized Ab or tau species in neurofibrillary tangles (NFTs) in AD, or to the formation of toxic polyglutamine aggregates generated by huntingtin mutations that cause HD. However, as discussed below, numerous studies have reported that mutations in genes implicated in neurodegenerative disease, or expression of proteins implicated in disease, can cause changes/reductions in rates and character of axonal transport. Finally, the discovery that mutations in genes encoding motor proteins or motor protein regulatory factors can cause neurodegeneration, e.g., in Hereditary Spastic Paraplegia and motor neuron disease (Puls et al., 2003; Reid et al., 2002) , point in the same direction. Thus, there are strong arguments in favor of the idea that defects in axonal transport can contribute to at least some neurodegenerative diseases. Progress in Neurobiology 99 (2012) 186-190 
